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[Tapouaotiaon Meplotatikou:1

Avépac 57 etwv nmapanepnetal oto TAEM Adyw aduvapiog KATw AKPpWY , ALUwWSLWY AvVw AKPWY
amno 72 wpou pe npoodeutikn emtdeivwon. Ao 24 wpou Evapén dSuoKkatamooiog ota oTEPEN Kal
To VYpA. Aev avadepetal tpoodatn Aoitpwén avwtepou avanveuvotikoU N ME2. Mpo 11 nuepwv
ANYPn adalimumab(Humira ®)

Al: v.Chrons amo 2 etiag, AykuAormountikn 2rovOulitda armo >10 €tn, AY
Qappoak. aywyn: istapril 5mg 1x1, adalimumab ava 15 nuépecg ano 2etiog

NapBave etanercept (enbrel®) mou dLEkoPe tpo 2¢etiag, pe tn dtayvwon tng IONE.



[Tapouciaon MNepLoTATIKOU

KAwikwc:

AlpoduvapLka otaBepoc, anmupeToq

MAAPWC TPOCAVATOALOUEVOC

ANE: eykedaAikeg ouluyieg kd, Suokatanoaoia

Mukn toxuc 4/5(8wkedaiou) avw akpwv apdw, 3/5(tetpoakedpalou) KATW AKPWVY ApPw
KatnpynUEva TEVOVTLA OVTOVOKAQOTLKA, OLUWOLEC AVW AKPWVY KOl TIEPLOTOUOTIKA
Aoy KAk e€€taon xwplc alodoya euprpata

Tnv mponyouLEVN NUEPA TNE ELOAYWYNC, 0 ACTEVNC EMIOKEPUNKE 1OLWTN VEUPOAOYO KAl EQPEPE
HMT: evbeiktiko o. Guillain-Barre, MRI N.M: xwpic evupnuata, ONI:AEUKWUXTOKUTTOPLKOC
OlAYWPIOUOC ey GUIillain Barre syndrome (GBS)



[Topeta Nooou

Awakoniy adalimumab

Apeon gvapén IVIG ywa 3 nuéEpec, pe emibeivwon putkng aduvapiog kat Suokatamoaoiac.
Awakorin IVIG kat Slevepyeta 8 KUKAwV Aacpadaipeonc pe KAk BeAtiwon acBevouc

Metadopad oto Tunpa MapamAnylkwy yla orokataoToon, OTIoU KATA TV oImoKATAoTOOoN
eudavion €€apong IONE kat emideiviwong PULKAC LoXVOC Kol SuoKaTamooiag.

Katd tnv tomoBbétnon dtavAkou KOK, epdavilel avamveuotikr avakornn, SLaocwAnvwveTal Kol
netadepetal otn MEO omou Eekva véog KUKAOG mAaopadatpéccwv(8 kukAot). Evapén
Methotrexate kal koptikootepoeldwv yLa tov EAeyyo tnc IONE.

E€€pyetal amo MEO pe tpaxelootopia-farBida dwvnong, pvoyaotplkd cwAnva yla oition Ko
oupokaBetripa.



[Tapouoiaon MNeplotatikou:2

Avépac 50 etwv nmapamneunetal oto TAEM Adyw aduvapiog dvw Kot KATw akpwyv amo 24wpou
otadlakad emidewvolpuevne. Aev avadepetal tpoodatn Aoitpwen avwtepou avanvevotikoU N ME2.
Mpo 3 nuepwv AP n etanercept (enbrel®)

Al: Aykulormotntikn ZimovOuAitida amo Setiog

Qappak. aywyn: etanercept (enbrel®) 50mg/eBdouada amno 5etiac, methotrexate 12,5
mg/eBdouada, folic acid 5mg/ efdouada



[Tapouciaon MNepLoTATIKOU

KAwikwc:

AlpoduvapLka otaBepoc, anmupeToq

MAAPWC TPOCAVATOALOUEVOC

ANE: eykedpaAikeg ouluyieg kb

Mukn toxuc 4/5(8wkedaiou) avw akpwv apdw, 3/5(tetpoakedpalou) KATW AKPWVY ApPw
Katnpynuéva TevovTia avTovokKAQOTIKA

Aoy KAk e€€taon xwplc alodoya euprpata

HMIT: eikova aropvedivwonc, MRI eykepalou:xwpic nadoAoyika evprnuata MRI N.M: AMZS kat
OMZ3 eikova ouuBatn ue aykudomolntikn ormovouAitida, ywpic puedonadela,
ONI:AEUKWUATOKUTTAPLKOG OLOXWPLOUOC ===} (Gyj/[ajn Barre syndrome (GBS)



[Topeta Nooou

Awakornn etanercept

Aueon evapén IVIG yla 5 npEpeC, e pkpn BeAtiwon putkng aduvapiog Kat €ltriplo amno to
VOooKoLELo pe odnyiec yia ducloBepamneia(diakomnr methotrexate)

Enavelcaywyn yla véo kUKAo IVIG, 1 eBoopdada apyotepa, AOyw eMLOEIVWONG TNG LULKAG
aduvapiag oto npoypappatiopevo follow-up.EravaAnpn MRI NM: xwplic véa eupripata.

Kata tn voonAeia dtakomn IVIG, kal Stevépyela 7 KUKAwV MAaoUadalpeECNC UE CNUOVTLKN
BeAtiwon putknc aduvapioc. EEEpyetal xwpic aywyn, Le odnylec ylia puoloBepareia.

Toug eMOUEVOUC UAVEG, EVW UTINPEE TTARPNG AITOS PO TWV VEUPOAOYLKWY CUUTTTWUATWY,
gévapén coudpaocalalivng 500mg 2x3, yLa avtipetwriion oopualyiog oxeTl{OPEVNC HE TO
PEVUMATLKO TOU vOonua.



TNF-a kat pAeypovwoOEeLC VEUPOTIAOELEC

Systemic o . - L
St MS: TNF-a o€ evepyeg

Compartment nAakeg kat ENY
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AvtL-TNF-a Kot GAEYUOVWOELC
VEUpPOTIADELEC

"« TNF neutralization in MS: lenercept failed to be beneficial and increased MS attack frequency»

NEUROLOGY 1999;53:457-465

=«Guillain-Barre and Miller Fisher Syndromes occurring with Tumor Necrosis Factor a Antagonist
Therapy» ARTHRITIS&RHEUMATISM 2006,;54:1429-1434

Proposed theories:

1. Increase T-cell autoreactive cells(penetration into CNS)
2. Down regulation of TNFR2(proliferation of oligodendrocytes and damage repair)

3. Down regulation IL-10 and up regulation of IL-12,IFN-y (associated with demyelination
process)

4. Unmask a latent infection inciting an autoimmune demyelinating process



Demyelinating Disease in Patients Treated with TNF
Antagonists in Rheumatology: Data from BIOBADASER,

~ a Pharmacovigilance Database, and a Systematic Review

Table 3 Differences in the Demyelinating Cases Between the 3 Consulted Sources
a b C
Table 2 Ind - Case I;:ports FE?:A BIOBA]l‘)‘ASER
BIOBADAS Women, n (%) 34(71) 10(53) 9 (64)
Treatr] Age, mean (SD) 45(16) 49 (14) 51(11)
Infliximab E)fposurg time (yr), mean (SD) 0.73(0.58) 0.96 (0.77) 1.44 (1.25)
Diagnosis, n (%)
n Rheumatoid arthritis 31 (65) 10(53) 9 (64)
Patient-y)  Ankylosing spondylitis 5(10) 3(16) 2(14)
IR Psoriatic arthritis 6(13) 4(21) 3(21)
Etanercept|  Others 6(13) 2(11) 0 (0)
n Treatments, n (%)
Patient-y Infliximab 23 (48) 11(58) 8(57)
IR Etanercept 21 (44) 6(32) 5(36)
Adalimumd  Adalimumab 4(8) 2011 1(7)
n Type of demyelination, n (%)
Patient-y Multiple sclerosis 10(21) 9(47) 1(7)
Optic Neuritis 13(27) 7(37) 4(29)
IR Demyelinating disease 11(23) 2011) 9 (65)
Al TNF-an{  Others 14 (29) 1(5) 0(0.0)
n Qutcome, n (%)
Patients- Recovered 24 (50) 7(37) 5(36)
IR Partially recovered 22 (46) - 1(7)
General pg  Not recovered 1(2) 8 (42) 7 (50)
Spain Unknown 1(2) 4(21) 1(7)
IR, incidency ;gysgsir?:ﬁ%‘lanrrer:iﬁ ri?;rl'f_.cv;. stem database / 17
cSganis\h rgglster of b?ologic :Iyrugs in rheumatic patients. Sem In Ar th r ItIS Rheum
dNot recovered when the report was sent. 2011 40330_337
y .



Pattern of demyelination occurring during anti-TNF-o
therapy: a French national survey

Raphaele Seror'*, Christophe Richez?*, Christelle Sordet®, Stéphanie Rist?,
Laure Gossec®, Guillaume Direz®, Eric Houvenagel’, Jean-Marie Berthelot®,
Christian Pagnoux®, Emmanuelle Dernis'®, Sylvie Melac-Ducamp'’,

Beatrice Bouvard'?, Caroline Asquier'3, Antoine Martin'#, Xavier Puechal' and
Xavier Mariette' for the Club Rhumatismes et Inflammation Section of the SFR

Patients with CNS Patients with PNS ¢ CNS involvement twice as
All pftlants mv;::x;ag;nt involvement often as PNS
e 2 patients had positive

Age, years 44.7 (13.3-79.4) 40.1 (13.3-75.8) 49.7 (36.7-79.4) 0.02

Sex, women, n (%) 22 (66.7) 17 (77.3) 5 (45.0) 0.21 rechzilllenge

Underlying disease, n (%) * No difference between
RA 16 (48.5) 12 (54.5) 4(36.0) 0.57 soluble receptor and
AS 11 (33.3) 6 (27.3) 5 (45.0) qo
PeA 4 (121 3(13.6 19.0) monoclgnal antlbgdles
Other 2 (8.8) 1(4.5) 1(9.0) * DD persisted despite

Disease duration, years 6.3 (2.3-38.5) 6.0 (2.4-38.5) 5.6 (2.3-36.5) 0.98 discontinuation of therapy(4

Number of previous DMARDs 2 (0-5) 2 (0-5) 1.5 (0-5) 0.98 atients)

Last anti-TNF-a, n (%) P _ _
Infliximab 16 (48.5) 9 (40.1) 7 (64.0) 0.52 * Most patients required
Etanercept 11(33.9) 8 (36.4) 4(36.0) specific treatment of
Adalimumab 6 (18.2) 5 (22.7) 1(9.0) neurological DD(e.g. IVIG)

Time to anti-TNF-x initiation 10.2 (1.5-39.9) 9.1 (2.6-33.0) 13.1 (1.5-39.9) 0.69 g 8-

Concomitant treatments, n (%) * Flares of the rheumatic
Concomitant DMARD 15 (45.4) 9 (40.1 6 (54.0) 0.54 disease after the
gg; 12 Egt;f') : 2315)3 gﬁ;g% discontinuation of therapy
LEF 2 (6.1) 1(4.5) 1(9.0) Rheumatology 2013,;52:868874




xu{ntnon

"MaOoyeVETLKOC LNXOVIOUOG?

"Emtavévapén bilou A dAAou avtl-TNF a mapadyovta PeTd TNV EUPAVION ATTOUUEAVWTIKAC VOOOU
w¢ eMUTAOKNC otn Beparmeia?

“Evapén aAAou BloloylkoU mapadyovta PETA ano epdavion amopueAivwonc pue avtl-TNF a
napayovia ?




Euxaplotw!




